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mmM i ] 

, pH*5 . 0 ~ 6 . 0 1? * * ^ & tM'£ M^IJ o 
2 ] 

1 mM~50mMT-* £ If ^ 1 f5«t<777jC'l4EII»Jo 

[fflf:&S 3 ] 

[if 4 ] 

^§g-ftai£ lt^^i &v>»^:a[ 1 3 cov^-rti^ 1 ^msm<D7jci±^»j 0 

[Iff**! 5 ] 

^ssflswa** v * - ;i/T?$> & if ^ 3 * it t± 4 \z.%^m^7^mmmMo 
im^M 6 1 

mim 7 ] 

250m0sm~350m0snrC2>£, If 3fc]g 3 * h 6 |B«O7jcttlM^^J 0 

[If 9 ] 

[1**^1 0] 

#MS'[4^J?**t5 s \ 0. 02mg/mL~0. lOmg/mLt?^, £ , 8 4 (4 9 KIBftOTfcttE* 

mmM 1 1 1 

t t haftifcflcXtt*.* 9^#^&&lf*il l 1 o m*-r*L* i 

[If 1 2 ] 

im^m 13] 

£vi£*\ IgG-e&£|fM 1 * ib 1 2 «v>fii* 1 ^^I5*<7)7jc1'4IS^^iJo 
[»*^ 1 4 ] 

igGi, i g G2, igG4<D^i*Kfrx«&&m$imi 3mm<D7kmwmm 

Mo 

Im^M 1 5 I 

3U4. &4TOi4, JfA^fcfifclgG-c**, If^l 3£fclil 4 

f£IS!Pl»Jo 

[|»5jtS 16] 
1 7 ] 

Sfrifc©****. 1 *6200mg/mL-C&£f!f«| 1*61 6 OV^ffi^ 1 im~§fi«c<7)7Ktt 
[If 1 8 ] 

[Whfcfil 9] 
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2/E 



^Mv&WJt Lt*°V v;l/^- h80£^, P H^5.2~5. 8^&£^&7.kt±^ligM 
2 0 ] 

T^3;Hf^i, EDTA& XZF^tlb <DiM.fr *)m%i-£flZ>'P%: < 

t & laO^^k^J^-^Mf^IJ 1 1 9 <75^-f tL#> 1 ^^fB«O7jcttB^^J 0 

[fit M 2 1 ] 

nt3ft@ i frb 2 o ov>r^^ i m^mm<7)7}c.'\±mmmM<Dmj&Ji&o 
immM 2 2 ] 

it inm \frh2 1 <^-r tifr i jj^ism^ffi^^^o Miti^io^t ^ 
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iwm&] mm* 

[0 0 0 1 ] 
[0 0 0 2 ] 

U *^ffittKH#LTv^^#jt^o^S5&***o Soffit Lxmm%?>^?W 

03781 (W098/22136) J: -9 KflUirie**?? »0£j&ff;£fr"5 

[0 0 0 3] 

Cleland^The Development of Stable Protein Formulation: A close Look at Protei 
n Aggregation, Deamination and Oxidation (Therapeutic Drug Carrier System vol 1 

[0 0 0 4] 
[0 0 0 5 ] 

o 

[0 0 0 6] 
[0 0 0 7] 

^■cSftv^WStt^sftv^i:, *J:C/XliWr**Lii^K (fc Kama**:* 
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Wm Km tv^ii:) -e& S £ t ft fc^*^ its o 

[0 0 0 8 ] 

ftSifrfc^llK RKyn-^y^ lsa.7V>tf- . 7iT7-^J|C^tfJijR^|!ES£$tLTV» 
ttt^ui^f^o 'fb^WSE'ffctiffilx.tf^-f X^lfe^nv h ^9 ^SDS-PAGEK «fc (9 

•c £ # * ffcfcte/Bfcfct^si co ggffc (m x. it awn i: * ) * if * tr o n&sift £ 

W ffl -c § # & , 7^ Sit** is «t OVX (± ft I? is «£ ti * & £ & v> £ fc ft £ # tr 

o r^ww^seiti i^iift^xii^nv h x:? y^ELisAft i 0 fp^prt^^ 

[0 0 0 9] 

$fr l , » k** l tiijE * * v> i± #§ s: it %im*^-fz>m**mt£ t*o mm 

t|V>i£i#R*^t^j 0 3^ «fl&J»±tw^i-&Hr^^-T?* < 5CD20«:*fi9 
£ L^r^y (Rituximab) , Her2/neu£$gfi<j £ Lfcfc h -ffctffrffcft ifco^E y ^n-t 

;vtft#^ Ittlf * fcU«ffl?*LT*>), CO ?&*«i^3&*K tb h ti X v 0 

*^W02003/033538^<2rP^$tLTV^J:^^^7^II^^ffi^^af5^^#: (MHC) # 

^o— «-c*4HLA-DR^-rs*y ^u~±)v^ {mLk-imm %t*i>mmx&& t 

#x ixS o £>L#t±, JftLWfl^Wft < „ ^Jl^co#^tt^ffiv> £ v>9 &Wt.*n*>^ f/GJffi 

Lfc»±U6t:*«t*it^§fL5o^ (CDC) ^tfc 

^#ttfflfl&ttfflfl&1»*fiH§: (ADCC) J: * „ &£E'>^ t- A co®|BJ3a^M-r ***#»J^ 

■e # s 0 t jt, ^ott#t&jsfit««^j|iej6#tti»jf ft ^co^^ij LTis < i t kx 

mm^mmMmmmm^ir jit-e, «^ co«m & jy&tr £ t § & 0 mmm 
mimm izmmjfczmm-t sm^* z m&n r 7- * ? ? ft 

-£t\ * 7t % M0#^e<jM^iHiaco±i?iii5 x v?&.j?bzm j 5-'?2>m&te*ffi 
m&*#-omft*&i§.-tz c\ t "c„ j««^e«»ftifi;#co^ t , gt^o^ttt «t ^jg-aico 

[0010] 

^7^II±I»Mlf£^fA # (MHC) ^(i, KJK^^f KSffit^^L 
, -n^cofcLiE^-7 0 ^ KKff>t^^;W^ (CD4+) T« ( TThJ mm) lZ&&1-& (Babbi 
n B. et al., Nature (1985) , 317, 359-361#H) 0 ^ 9^11 MHC^^#^^ft^y 
y n --^;i/J)L#:{i, ^ > tr n ^^v^-CThlffliaco^^JS^co^^F^^j ft«^fi9E^Jt? 
^itffg^tltV^ (Baxevanis CN, et. al., Immunogenetics (1980) , 11 61 
7-625#ps) o dcoi^ft-^y^n $ fLT JBl3fe, 'ISttMgff 'j^vf^f 

& o %0AB co ^ > if a}? £ »t * W% H X >9 . £ ix h ■=& y y n - ^ ^Stff^TMB Satt*ii5 «t 
V&^ftmfcmzttLT5-^Z^m%§mtfmbfrK-£ti? z (R 0se nbaum JT. et al J 
Exp. Med. (1981) . 154, 1694-1702; Waldor MK. et al., Proc. Natl. Acad. Sci. US 
A (1983) , 80, 2713-2717; Jonker M. et al., J. Autoimmun. (1988) , 1, 399-414; S 
tevens HP. et. al., Transplant. Proc. (1990) , 22, 1783-1784#HS) 0 Zbkzm^M 

\z & if & iz x i) „ mmmm k & n & mmnm±Kfc z mm #w h^K^ti 

fz (Billing R. & Chatter jee S. (1983) , Transplant. Proc, 15, 649-650; Jonker M 
. et. al., Transplant Proc. (1991) , 23, 264-265) 0 M&ffihfcM K (±JR# #ffiB#coffi 
»RJSO««WIKt±, ux#V >A^FK506tv^o7^^»M*J^fflV^^rv^^\ z\ 
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&o mOT02003-033538K<2^£tLTV^ £ ^ £ ^ y X II^.Wm^M'km^M&fa (M 
HC) M-O— mT»&£HLA-DR^2*1-&^./ ^ n-^-;l/£vf£ (tfiflLA-DRjftftO ttHLA-DR^^- 

[0 0 1 l ] 

[0 0 12] 

[#StS:tt 1 ] W098/56418 
[#^AK 2 ] #^2547556^$! 
[#ff 3tfi£ 3 ] W097/04801 

[^#lf ^tK 1 ] Therapeutic Drug Carrier System vol.10, No. 4, 1993, pp307-37 

7 

mm mm Li^t-tz mm) 

[0013] 

[0 0 14] 
[0 0 1 5] 

^#§Bjm±, ^i±ti^i©^ pH£5.0^6.0«f#^;£^;i/^ >m&J;0V 
Xii^^^m^^l-^^/t^TKttB^MJ^Jitt-^^o ^Jfi^^< tb&ffi. (2°C^ 

[0 0 16] 

^§&mi$ttzmm±^%)%m<Dtjiifc, pH^s.o^e.o^itjf-t^^^ >m*2»v^4 

[0 0 17] 
[0 0 1 8] 

tC^t^itiS^ ^K$)^^iif|fMt:lt^o SL#^HLA-DR*rL#:-e^^ 

M^tLtliil (fits (tltt^/msii^ ittV7;m6M*^& 
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*§tm <0 i ti offl ffi ti £ 14 58 to x 3b *> d o 
[0 0 19] 

im% z mm-t & tz <d « 

[0 0 2 0] 
[0 0 2 1 ] 

[0022] 

§-cis^©t©»j«-^*nso ttz rm^co^#'E#te^«oj 

[0 0 2 3 ] 

) fc*JV>Tl^&Ji£5rc* »K ir%-b-lb]ft£ L< H25X;K&^X'J>% < 3® Jf |!§ is J: 

& i fc #*"T? £ S o j^|ft§Ht{4#!) x. ^ X^ifc* nv^77 ^SDS-PAGEtc «fc 19 fp-fag-e 
§#£^'9 y }£>7i*¥(D-*)r4 Xfcm*?, ^t^»nv h/57i:J: •jffflfi-C^WS 
mM<Dm\L (Ix.iiV7 5 is iOTBbfc^nv J: »9 iplffi-t? 

#s * tkfc-t %>z.b\z& *) mmm x&& 0 mttz\±mmm^mt^^ »t 

^SE^iWI^jgtt^^LTv^^ ^im^f^tfU, -Tftt> 

ftm-trnftxp Kmn<Dmmm^m c * w ^ini-r * ^fc^<, t fe^ttuw^w "9 

4ffiiC>e>*tftV» 0 *»WO^je*»5Wl±, iS>3fl:< fctfiia (2 0 C^e8°C) fc*5V>Tl#J&l 

^ftMJt»^i)t#:oa^{4, ^^^iitJDi-^ £ t f4ft < , $| x. {4'25 0 C ^ i440°C X 
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ttOfifi, ^l^^ttt^tli^^ ^£{J25°Cf fcfcUOlCTM ff^f^LT 
[0 0 2 4 ] 

o -tui, »if im <Dm&v>mmK%&ffim mam * ^ tr «tt is ± o^tt^rn x * # 

JS£A*i-C&^£*i£ 0 #*Jlmg/mL 5> #5j200mg/mL^ fif* L < }i^J5mg/mL^e>^j50mg/mL, 
[0 0 2 5] 

[0 0 2 6 ] 

(3) (3.x.n-v) ©f|», (4) M4ltetun-vtc5l 

(5) M^t-t^m^m^^^-cyv F—*m<D&m. (6) #-m^n- 

•bitibOK'i'fV Xii^^f/'J F-v^f«L/;ftft(Oif, (8) 

Tg££i2-fcffi&£S!&L#<Z>Si3!L (9) iOJ:-9HLr»fetL^fit#03BI« (10) Z<D 
[0 0 2 7] 

^ n-^^-j^t-ii, ±tf/XttffSl<0#*©7 5 ^REyj 

&BB?!I*^ *triBc0J:9^T5ymofl5^» fi&. »A> ttfln) tt % *<dt 

^ y m@£^ij * 3 - K-t * m.mm\ *M$-m ztizx*) mx-r &z\t # a 0 

Z<Dilimm<Dnftm£m±, mn<DUimmm^mX& (site specific mutagenesi 
s) Zm^X^mzJ: h&-C%& (Proc Natl Acad Sci USA., 1984 Vol81:5 

662) o $m t i± , ^y^D/'j^iif^ f«i!rm« J: 

, ^r^!7^^|a#x.^«^;^ Xf±$e>«tt3feflf*OEU^^^y >^v^t-a (Se 
quences of proteins of immunological interest, NIH Publication No. 91-3242 ^#BS 
) K*5*tS331#Boy S yHft*Sert«#«|^IgGlSer% L< i±I g G2Sert L^5fc^#? 
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£#fr 0 3-h\ -fy hU'JA, -f>v?^A, A#<75feltt4^t (J. 

W.Goding, Momoclonal Antibodies: principles and practice. , 1993 Academic Press" 

) > IMlMSt, y7T'J7^y>, 'Jy^D^^ili*, isJ;LM 1 h Jx^-fe — 
K Wh^i^ *^7v^»4^«^ij (D.J.King, Applications and 
Engineering of Monoclonal Antibodies., 1998 T. J. International Ltd.; M.L.Grossba 

rd. , Monoclonal Antibody-BasedTherapy of Cancer., 1998 Marcel Dekker Inc) , £ b 
Maytansinoid^^yn Ky^ (Chari et al., Cancer Res., 1992 Vol. 52:127- Li 

u et al., Proc. Natl. Acad.Sci. USA, 1996 Vol. 93:8681) Z\tlz£ 

o£l±^t5^*tftU ^#»KI4F (ab') 2 , Fab\ Fab, Fv, y^V7^ KM 
^Fv, -^:#lFv (scFv) , ^7*T^ teXZF^tib om&fc^&mfbtLZ (D.J.Ki 
ng. , Applications and Engineering of Monoclonal Antibodies. , 1998 T J Internation 

ai Ltd) o &&w± N rmmmmfr] a, ^onf^^^o-cfeLmt^Ld^SffJt-e* 
mmzttL c, < t ^^9om*%o^#:, uik w<t & 

[0 0 2 8] 

SGFi L < l±IgGX& i9 , &i L< tilgGO-^r^ IgGl, IgG2, IgG4 ov^f^i^-c 

& & o s *: i g G#\ &%w&<o t^j mwm<D—m Km^^m Kxn. r<ym<Dx^ 

L < fiHLA-DRKfcf-t* t h^&y * n-^/Hft^ $ t± L < &W02003-033538 CGft 

^tLTV^^HLA-DRt h-^y ^n-^;v^#:, HD3, HD4, HD6, HD7, HD8, HD10 HD4G1 
HD4G2Ser, HD4G4, HD8G1, HD8GlSer, HD8G2, HD8G2Ser, W)8G4X&Z> 0 i <D n HD4 'h 
D6, HD8& £Zm)10*m*kir&^4 7V K-7«, ^rfhrtLFESM BP-7771, FERM BP-7772 
, FERM BP-7773, FERM BP-7774t Lt, 2001^10^ 11 B#^^fiEfcfeA M*S#llt^ 
W^Sflf #it^%#f£-b > * - ( 0 ^S^ifto < i^Tfrm lTglfil ^fjt 6 ) K 

mmmtZKx^Zo hd3& i mro?*^-*-* ^w^y k-v»±, ^^^ferm b 

P-08534£J;OTERM BP-08536t L~t\ 2003^10^31 H#-e[W[-b > * - KBI*#KS;ft/CV> 
[0 0 2 9] 

^ ; M£!fifi, pHiii, sSrfefltfRk fwsi»j, rmmu jrasu, ?l 

[ 0 0 3 0] 

^ >f)\>? \ ymi- Y V * A) „ «m («x.lfffiSt h U -> A) 

mm (mt^^ith'^A) , ^3>ti, ^^>gfe, ^^>mm, r^a^tr 

i L < {±5mM^^20mM, * ^ O{±|^jl0mM-e^ ^, 0 

[0 0 3 1 ] 
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SltSfcoWo *3R»#Jfi*&250^fe350m0smO«aff4:^rL, &£Ht£k*c<0*j»BE4" 

[0 0 3 2 ] 

) „ $tr;vn-;vi3«J:;y f $f^£^-tfo iitW^^vt-^ii, ^600kD*#i (fijx. 
{^120kD^^^400kD^>|gffl) "C * £ * Tg-t & 0 rii7L$IJ i±, ^- 

^yij x^n-^, XV^f h-JK y )U fcf Y - J; ^ V -fe 

> »5W39*3RilSlli»±gc5g-e**i t^liji^Mli, »M*<Oift#*^c5&ffc£*a J: 
5 (« x ii-20°c) -c^JMfc L * v> 4 ©tf*£Farc* a o v ;v tr h - frip%titi 

[ 0 0 3 3 ] 

r#®fStt^iJJ #'jVM-b (fliWJ y;v^- >20, 80% ¥) X»i#n* 

t LT£?£ L < f±*° V v;v^- h «r^*^ 03: L < i±*°V v;i^- h80£#tr o #ffir£tt 
^JfiSa^J^tC, jfi L < (i0.02mg/mL^^0. lOmg/mL, t L < ti^O. 05mg/mL(Oi 

[0 0 3 4] 

>\ n^vy, I^'Ji^y, SSSfcT;^— >\ T^^^M. 7X3^lf>S, ED 
TAjo X V* ft h <T>M?£ If if h % & W <£ 0 $ Hi o 
[ 0 0 3 5 ] 

[0 0 3 6 ] 
[0 0 3 7] 
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[«M 

[0 0 3 8 ] 

tfo 

[ 0 0 3 9] 

mm i ^lhla-drk:# * ^ -t & tk^mm mmn <nm$) 

-O*»J(iW02003/033538^^|f $tLTV^HLA-DR^^i-^,^#: (tftHLA-DR^) £ 

[0 0 4 0] 
[*1] 







mmm 






PH 


1 


K HLA-DR 
lOmg/mL 


10mM ^/V^ '5 


262mM 


7$V y,W<— h 80 
0. 05mg/mL 


5.5 


2 


lOmM 


3 


lOmM ^ rn. >H 



[0 0 4 1 ] 

( 1 ) SLftl&ftOJlS 

#tttffc«fl§Lfc«aiM\ #CHLA-DR£l# (ifcl&ng/mU W02003-0033538fcSB«S fix V> 
[0 0 4 2] 

&tf»C*2SC*«r#£ 4v^7-trs]?tl^m ^HLA-DR£l#?«£NA 

<£ *9PS£Lfc 0 *^^>^^»a«0D28(hm!R*««afc e =l.4*Mv^J([L«ft*1PI«EL 
[0 0 4 3] 

#»S01ft#tt^y -y^y^fttro. 22^ my -r (?y#7tti) *4%v»ifa 

[0 0 4 4] 

(2) fftl*&# 

^Scjettttlft: 40TC3U±25 < C KMWZtitzJ (TABAI ESPECttM) Iff JIB 

ffi®E#2 005-3009128 
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[0 0 4 5] 

(3) 'Mtt-rn 

^mmjM^. (sec) : m&fc^m& x xffrmm^mt^-i ^m^mm^? n 

^T^Tofco ^IfiTSKgel G3000 SWXL 30cm X 7. 8mm CgV-ttS) *7A*fffiL, 
#»*gi LT20mMV >Wti- V V 500mM^jb^ h U ^ ApH7. O^M^O. 5mL/^^fi-t? 

7>«F B 1{±30t3\ ^m^215nmt?ffo7t 0 tf- ^ J; 19 M t^ffi-r^ & O 

[0 0 4 6] 

PJK * >£&HPLCtfe^ (IEC) : TT 5 Kfl^fifiRS-f * n v h ^9 

cTSKgel BIOAssist S (Mv-ftM) V>280nm-C^ffi £fr o fc 0 iWtLTAC^L 
T20mMMSmpH4.5^ B &C*t LT20mMMS^> lMit-fbt" h V ? ApH4. 5£J£ v\ MM&77 

[0 0 4 7] 

mftHFLCmfe (HIC) : Fc^fi@Mb#0^"i Ji » * n v h 7 9 7 (cj: \) M ft L fc 0 1 
mg/mL^ilJ:^^tToyt^#:250 /W LtC^L250mM0 F'J^A, 12. 5mM L-v^x-T 

pH7 J 07W#?R20^L <h2.5mg/mL<7W^ y^WL2. 5 M L^*a£37 0 Cl?2B#F^^Ma^ 5 ff 

^AtLTTSKgel Butyl-NPR 3. 5cmX4. 6mm (SV-tl) £fflW15nm-T?5M?f # J; D^ffi 

7t Q #!WBfiAt LT20mM Tris (hydroxymethyl) aminomethane, pH7. 0\ B t L 
T20mM Tris (hydroxymethyl) aminomethane. 2M§fclt T > — V A „ pH7. 0^fflv\ * 

mimtfcmhtzo 

[0 0 4 8] 

SDS-PAGE^ : <&WKfc^xm*mwLZ200 p g/mLlzmRLfZo tkfaWmz h 0 ^SDS^ 

y-f^mmm. (m-ik^m&nm) ^2^<Dmm^, ^iTntMtt ltc 0 t/^ 

^'^^^^CT^rfXLTt & <7)tc 1 U ^SDS/?ME^>7°;l/#ig-$i (It— ff^ll.SttiSO £233- 
(Dim-Mx-, 65°Ctrl5^r^n^L, i%tMtiL/:o F 'JV^') 

->>/SDSMM (BioRadtt^) *mfzLtz 0 ^115^ L£4-20%# U 7 * 'J ;V7 5 

^ (^-<k^ n D ptt«) i:7 7°7^u ^«*^20mA^m^-c% mmmK&ttiz 

7°u^y ~?)\< - ©ffe^;K5TMfi J:fftt4i o fc„ M/**-T^<t? Y 

*v-7>- (20.0kDa, 11.6kDa, 6.6kDa, 4.2kDa, 3. OkDa, 1. 7kDaO ^ "sr*9 M %&ts- ) 
[0 0 4 9] 

J^i&J±ik : g«jfMJ± flte^S (T-^ 1--1±©0SM0 STATION OM-6050) Zm^X^M 

pH: ii&pHM^« (^ • F1=±®MP-230^ t*) fcJB^TpHiMjgfcfTofco tUje 

H^Bf tC P H4, pH7*3 i ^pH9^»v#?t^fflV^IE^^fo TtMJfe^fi 1 o 7t 0 
[0 0 5 0] 
(4) ft* 

iaifi#7jcttis^^j^25t:^^v^±4ot:^^L^i: ^^m^^^^b^^i-o * 
<b#) ^^v>r Tx=uv\£>mmmmi^7£x& 19 , -yy-e^^^ 5 ym.rn.mwmm 
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[0 0 5 1 ] 

i*j ii k x & g w^&x n r 7s a )i<\£ y mmmm. z-str mm x ti^Mjr-fe * * vM±»-fe 
t-ipfeLTto rfr*$>m, ^^ymmmmmM^it^m^w^tm^hfiir^^ 
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